
The changing scope of colorectal cancer

The prognosis in colorectal cancer depends on the stage at
which the disease is diagnosed. Patients with advanced
disease usually die of cancer, but when large intestinal
tumors are found at an early asymptomatic phase, a cure
can be anticipated. Furthermore, the premalignant le-
sions—adenomatous polyps—grow in the colon for years
and perhaps decades before malignant conversion occurs,
providing an opportunity for their removal and the inter-
ruption of the natural history of these neoplasms. It has
long been recognized that preventive strategies would be
appropriate for this disease, and an extensive literature can
be found on the subject.

Two general approaches to detecting asymptomatic
early-stage colorectal cancers have been studied in depth.
The first is the use of fecal occult blood tests because
colorectal neoplasms add blood to the stool that can be
detected before the development of symptoms. However,
this approach is relatively weak because of deficiencies in
both sensitivity and specificity. One can expect a reduc-
tion of colorectal cancer mortality of less than 20% if the
test is performed every other year.1-3 False-positive tests
greatly outnumber true-positives, all of which require a full
investigation. The test is easy and noninvasive, but com-

pliance is poor. This approach is often used, but enthusi-
asm for it should be limited. The second approach is to
perform endoscopic screening on asymptomatic individu-
als and remove the premalignant lesions. Although all of
the evidence for efficacy of the latter approach is either
retrospective or uncontrolled, the reduction in cancer
mortality might be as high as 70% to 80%, and it may be
sufficient to perform these examinations only once every 5
to 10 years to achieve this outcome.4,5

Flexible sigmoidoscopy will readily detect neoplasms as
far as the splenic flexure in unsedated patients. The tradi-
tional autopsy-based literature from the mid-20th century
indicated that as many as 75% of all colorectal neoplasms
occurred in the distal colon. With this distribution, sig-
moidoscopy would be an excellent (though imperfect)
means of finding early colorectal cancers. However, if the
distribution of colorectal lesions should shift, the effect of
this procedure would change accordingly. It has been re-
ported from North America and Europe that in the past
several decades, the location of colorectal neoplasms is
shifting from the left to the right side of the colon. Mc-
Callion et al have communicated that when the distribu-
tion of colorectal cancers in Northern Ireland reported

..................

Op-Ed

C Richard Boland
Thomas Savides

Department of Medicine
and Cancer Center
University of California,
San Diego, Medical
Center
San Diego, CA 92093

Correspondence to:

Dr Boland

crboland@ucsd.edu

Competing interests:
None declared

This editorial appeared
in Gut 2001;48:449-450 ..

..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
..
.

Volume 175 December 2001 wjm 367www.ewjm.com



from 1990 to 1997 was compared with those reported
from 1976 to 1978, a significant proximal shift had oc-
curred; whereas only 23.5% of cancers were found proxi-
mal to the splenic flexure in the early time period, this
number grew to 36.7% in the 1990s.6 Is this really the
case, and if so, what accounts for it?

First, did this apparent proximal shift really occur, or
was it an artefact of data collection? It is possible that
previously undercounted proximal cancers are more accu-
rately diagnosed by the use of current technology, includ-
ing colonoscopy and imaging techniques. One would
need to know how often patients died without an accurate
diagnosis of a proximal colon cancer in the 1970s, and this
may be difficult or impossible to learn. The number of
deaths in the Northern Ireland registries that were attrib-
uted to abdominal cancer of unknown source has prob-
ably fallen, and the assumption is that proximal rather
than distal cancers would have more likely been undiag-
nosed. It is perhaps worth noting that the two databases
used by McCallion et al had substantial differences in
ascertainment: the Northern Ireland Cancer Registry
(NICR) reported 922.3 colorectal cancers per year
whereas the Northern Ireland CRC registry reported only
644.1 per year, as pointed out by the authors.6 They have

rejected a significant effect of these differences, but in the
NICR database, nearly 20% of colorectal cancers were of
an unknown site.

Second, if this pattern shift is true, what is the mecha-
nism for this change? A growth in public awareness of
symptoms and prompt diagnosis of symptomatic cancers
may lead to a reduction in mortality, but not in cancer
incidence, which would remain unchanged. If a substan-
tial proportion of the population had been subjected to
screening sigmoidoscopy with the attendant removal of
adenomas, this might lead to a substantial reduction in
cancer incidence, especially in the distal colon and rectum.
The authors do not present data on the frequency of flex-
ible sigmoidoscopy for colon cancer screening during the
two periods, but it is possible that there had been an
increased use of flexible sigmoidoscopy (for screening or
symptoms) during the 1990-1997 period compared with
the 1976-1978 period. Such has been the case in the
United States. If the later study group consisted of a more
elderly population, it is expected that there would be a
greater proportion of proximal colon cancers.7 Finally,
perhaps another factor has intervened to alter the distri-
bution of cancers within the colon. It has been demon-
strated that aspirin and nonsteroidal anti-inflammatory
drug users experience a reduction in cancer mortality in
the range of 40%, even for relatively occasional users.8,9 If
additional factors such as increased caloric intake raised the
general risk for cancer in the population and aspirin and
related agents reduced the risk in the distal colon, there
would appear to be a left-to-right shift at the population
level. This remains conjecture at present, but it is likely
that the factors responsible for the pathogenesis of proxi-
mal cancers may be different from those that lead to distal
cancers.

Finally, what is the clinical effect of a true shift in
colorectal neoplasms toward the proximal colon? Recent
publications from North America explore the effect of
screening with total colonoscopy.10,11 A substantial num-
ber of patients have important lesions above the reach of
the sigmoidoscope without distal “signal” lesions. Patients
in the United States have access to this information
through the news media and the Internet and increasingly
are insisting on a complete colonoscopic examination, par-
ticularly if they perceive themselves to be at an increased
risk for cancer. Considerable investment of resources are at
stake in this debate. Perhaps we should accept that only a
full examination of the colon will suffice for purposes of
screening. This would add pressure to more fully develop
highly accurate noninvasive imaging techniques to screen
the entire colon, such as virtual colonoscopy. Eventually
genetic testing of stools might be sufficiently sensitive to
act as a primary screening test.12 We have come a long
way since the first stool specimen was tested with guaiac
reagents. We need to adapt to the changing nature of the
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Colonoscopy allows full examination of the colon when screening for
colorectal cancer
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disease that might be occurring as we design optimal pre-
vention programs.
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